REMARKS 



Applicants gratefully acknowlecige the elanfteaiteti that text appearing at 
page 11 of the previous Office Action was to im ignored and further acknowledge the 
withdrawal of the written description rejection of Claim 30 under 3S U S G, 112, first 
paragraph. 



Claims 20, 21, 24, 27, and 30 stand rejected under 35 U S -C 103(a) as being 
unpatentable over DE 10136085 by Elbe et af (--the '085 publication''} (which, as 
previously noted by Applicants, is a German language document corresponding to 
published US 2004/0204470, listed In Applicants* Form PTO 1449} in view of the 
teaching of bioisostensro in the cited article by Patani et aL Cfterix Rev., 96 : 
3147-3176 (1998). Applicants respectfully traverse. 

As fully discussed in Applicants' previous Amendment dated May 28, 2009, 
the v 065 publication discloses pyr azoiylcarboxaniiides having the formula 



in which R 1 is hydrogen, eyano t halogen, nitro> (haSo)alkyL eycioafkyi, (haipjalkoxy, 
(halo)alky ithlo, or aminocar boay iaikyt; R 2 is hydrogen , (ha!o)a I ky I, ai ken y i , : cy d ea l ky i , 
(hate)alkylthiaalkyi or (ha!o)aikoxyaikyi; R 3 is unsubstitutad 02-020^11(^1, 01-020^ 
alky! that is mono- or polysuhstituted by halcgan or cycioaikyi, or optionally haiogen- 
or eyctohe;^ is halogen or alkyl; and n is 0, 1 or 2. 

E.g., 5 08S publication at page 1 /fine 18 £ through page .2, line 17. Applicants again 
note that a critical feature of such compou nd$ is fluorine substitution at Ih e S-posi tion 
of the pyrazole ring (as shown by the arrow, where the 5-p ositi on numhe h ng m that 
used for compound names in 

contrast, never have a fluorine at the pyramle S-position . ^ 
maintain that the : Q6S pubSicatioh would not itseff suggest their claimed invention 
Applicants also maintatn that the Patani et If articie wouid not lead those 
skilled in the a rt to f hei r claimed invention App 1 1 can ts g ra tef u!iy ac&novvi edge the 
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Rejection under 35 U S C. 103 




Examiner's observation that their previous explanation of the data in Figure 11 
(Table 9} was flawed. However, upon inspection of the data reported In the 
reference, Applicants submit that the data in Table 9, when correctly interpreted as 
discussed below : actually bolster their position that. the Patent el af article teaches 
inconsistent results that would not lead those skilled in the art to a predictable 
general .conclusion about fluorine substitution 

The Patau! et al article beginning at page 3149 discusses several examples of 
biols&stensm relating to fluorine substitution, including some examples showing the 
interchangeability of hydrogen and fluorine (e.g., pages 3149-3150) and other 
examples showing the effect of replacing hydrogen with fluorine, hydroxy!., amino, or 
methyl groups (e g., pages 3152-3155). However, it is clear that the Patani et a! 
article reveals that significant and unpredictable differences in biological activity can 
arise when making such changes. For example (as correctly discussed in Applicants' 
previous Amendment}-, Figure 2 (Table 4) shows an - almost four-fold, greater binding 
affinity (as shown by a lower inhibitory concentration IGgo) when H is replaced by F in 
one naphthyl-fused diazepine but an aljTigM.l^Ql^Sli greater binding affinity for a 
second naphthyl-fused diazepine; Figure 3 (Table 5) shows about 2:8 times greater 
anti-inflammatory activity for a difjuonp androstane derivative compared to the mono- 
fluoro analog but only about 15 times greater anti-inflammatory activity for a related 
monofluoro androstane derivative compared to the hydro analog having no fluoro 
subs'tituent Since both of the monofluoro compounds shown in Figure 3 have almost 
the same activity, one might expect that going from no .fluorine to one fluorine and 
one fluorine to im> fluorines would result in a uniform increase in activity for each 
additional fluorine, but this was not the case. That is, in contrast to the dramatic 
increase in activity shown in Figure 2, only modest changes in activity are shown in 
Figure 3, but in each case the activities increase with fluorine substitution. Figure 11 
(Table 9), when correctly analyzed as kindly pointed out by the Examiner, actually 
bolsters Applicants' position. That is, in contrast to the i ncreased biological activity 
found for the compounds shown in Figures 2 and 3, the fluorine-substituted test 
compound shown in Figure 1 1 (Table 9) exhibited about 1.8 times iower angiotensin 
converting enzyme activity and about 2.4 times tower endopeptidase activity (m 
shown by greater Inhibitory concentration \Cm in each test). In short, the data in 
Figure 2 (Table 4) and Figure 3 (Table 5) showed va riably enhanced activity when F 
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replaces R whereas the data In Figure i 1 (Table 9} showed reduced activity when F 
replaces H. That is, a proper reading of the Patani et ai article shows that the specific 
degree of activity was both variable and unpredictable from compound to compound 
and from test to test Therefore, even if one assumes that hydrogen can sometimes 
foe replaced by fluorine or fluorine by hydrogen, thai does not mean that one skilled 
in the art would be able to predict what activity (or level of activity) would result. 
Applicants therefore maintain that the 065 publication, whether taken alone or with 
the Patani eta! article, would not lead those skilled in the art to their invention. 

in further support of their position, Applicants previously submitted 
Declarations under 37 C.F.R, 1>132 of Dr. Ulrike VVachendofff-Neumann and 
Or. Peter Dahmen showing that the inventive compound of Applicants' Example 8 
exhibits unexpectedly superior efficacy at several application rates in three different 
antimicrobial tests compared with a corresponding fluorine-substituted: compound 
falling within the genera! teachings of the C 06S publication. Applicants again submit 
that those skilled in the art would not expect such differences in efficacy and would 
not ba led by the cited references to their invention. The Office Action at pages -3-4, 
however, challenges the sufficiency of these tests because Applicants 1 tests did not 
use the previously cited compound (Le,, compound (1-1), shown at page 7 of the 
previous Office Action dated December 29, 2009) and did not use the same 
organisms as described in the '065 publication. Applicants submit that both criticisms 
are misplaced. 

First, the previous Office Acfion at page 7 observes that the : 065 publication 
discloses a compound having the general formula 



(already shown above but shown again here for convenience of the Examiner % and 
describes as a specific example compound (1-1 ) having the Mmui a 
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(where the arrow indicates a methyl su&stitueni relevant to the eurrant diseussioh). 
Mindful of their d uiy to compa re cf oseiy related eompou rids, /vppHoanls selected for 
comparison suitable pafrs of eompouods that were available when needed to 
overcome £he rejections now at issue. One such compound 'v^/^^1r^fefe' 
compound of Example 6 having the formula 



for which data had already been reported in the current speeifrcation and which 
conveole ntjy would $*0 $tijt&i$e for comparison with c& nip ou rids of both the -Q65 
pyfeilqatidti and U.S. Patent 7,358,21 4 (discussed below with respeot to an 
qbyioy$nass type double patenting rejection}. However; this inventive cohlpound has 
a tnftuoromethyl s uMtitu e nt instead of a methy! g rou p on the pyrazb fe nog ; For the 
comparison experiments to have meahmg, Applicants therefore selected an 
available tjifl uoromethy instituted compound having the forniu! a 



In which the only difference from the Inventive compound of Applicant Example 6 is 
fluorine substituion on the pyrazoie ring, Aitho ugh this compound is not specifically 
exenipji11#?J in the examples of the -OSS pubiteatron, it clearly faffs within the scope of 
the reference, which teaches that the triSuGromethyl group is amoni the preferred 
meanings of groiip R 1 See, for example, page 9; tines 7-8. Applicants suhniit that 
this trifluoromethyi- and fluofine-sufestituted compound m a fully acceptable 
com par ison compound within the scope of the '085 publication, parties fariy si nee it 
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differs from the available compound of Example 8 of the invention on]y in having a 
fluorine substituent on the pyrazole ring. 

Second, Applicants are not aware of any req uirement that they roust use a 
test described in arefemme rather than any other re levant testing. Applicants chose 
three commonly used relevant antimicrobial tests, each of which showed that the 
compound of their invention exhibited superior results obrhpared to fh$- comparison 
compound. The Office Action provides no objective evidence that such tests are not 
properly probative. 

Applicants therefore respectfutiy submit that their cialmed invention Is 
piteht^fy <tjpftctfrom DE 1Q13SQ6S in view of the Patam et a! article. 



Applicants claims stand rejected or previa ionalty rejected on the ground of 
nonstatutory obviousness -type double patenting based on several oopending 
applications (one of which has issu ed), 
A. U -.-is ,; Patent ? ,358 ,2 1 4 

Claims 20 } 21, 24, 27, and 3Q remain rejected on the ground of nonstatutory 
obviousness -type double patenting as being unpatentable over pi aim 1-7 of US. 
Patent 7,358/214 ("the 2 14 patehf Applicants respectf u ily trsye rate. 

As fuiiy discussed in Applicants' previous Amendment, the "214 patent 
discloses and claims pyra^ the formula 



in which R* is unsubsiituted Gg-Gsg-aiky!; C v^G^alkyl that is mono- or poly- 
substituted by halogen or cyoloalkyi or optionally halogen- or cyclohex^yPsubstrtuted 
alkenyi or alkynyi; G is halogen or aikyl; and n is 0, 1. or 2. E.g., '214 patent at 
column 1 , lines 15-42. A critical feature of such compounds is fluorine substitution at 
the 5-position of the pyrazofe ring (as shown by the arrow), a feature not found in 
Appficants' claimed compounds. 

As fully discussed above with respect to the obviousness rejection based on 
QE1G1 38085 and the Patani et ai article, the compound disclosed in Example 1 of 
the 214 patent Is the compound used in the comparison experiments discussed 
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above and is thus undisputediy comparative with Applicants' inventive compound of 
Example 8, which differs from the prior art compound m not having a 5-fluoro 
substituent on the pyrasoie ring, In vi$w of the unexpectedly superior efficacy of 
Applicants' inventive compound of Example 6 at several appSication rates In three 
different antimicrobial tests < Applicants respectfully maintain that their claimed 
invention Is fully distinguishable from the ciaims of the ; 214 patent. 

Applicants acknowledge the observation in the Office Acton at page 4 that an 
appropriate terminal disclaimer would overcome this rejection. However, Applicants 
maintain for the reasons discussed above that that terminal disclaimer with respect 
to the 214 patent is not necessary , 
6< Pu biished U S 2QO4/Q2Q4470 

Claims 28, 21 , 24, 27, and 30 stand pro visional iy rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpalantahte over 
Claims 22-35, 37, and 46 of copending US 2004/0204470 f the 470 publication^). 
Applicants resseotfuity traverse, 

As pointed out in Appiicants' previous Amendment, the "470 publicatiph is a 
counterpart of DE 1 01 3S065 V upon which is based the obviousness rejection 
discussed above . For esse ntiaily the sa me reasons discussed above with respect to 
the obviousness rejection, Applicants submit that their claimed invention is 
paten tabSy distinct from the ! 4 70 publication. 

Applicants acknowledge the observation in the Office Action at page 4 that an 
ap proph ate tar mi m\ disclaimer would overcome this provisional rejection. H o wever t 
Applicants maintain for the reasons discussed above that that terminal disclaimer 
with respect to the "470 publication is not necessary. 
G, Published US 2007^0066673 

Claims 2Q ? 21, 24 ; 27, and 30 stand provisiohaily rejected on the ground of 
nonstatutory obvi pus as being unpatentable over 

Claims 11, 12, and 14 of copending US 2007/0068673 :fthe W3 publication^. 
Appii cants respectful !y traverse. 
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As fully discussed in Applicants' previous Amendment the 873 puMcation 
^isofosei* 1©d^y!fm£Qlyk»rf^xanW«s of the formula 



In wliioh 'Mt R 2 < and R 4 are Independently hydrogen, fiuofihe, ..-^ic^rteirmethyl, 
isoprapyf, or methyl thro; R s Is hydrogen or any of a hosrof possSfole substituents; 
R 6 is (ftaio)aikyi or alkoxyalkyi; and 2 is optionaliy suisstrtutacl phenyl, unsubstituted 
02~C2r a ^^ mono- or pQiysuhstta or cyoSoaiky! t 

or optionaliy subsfitotecl: atfcenyi or aikyn^i or Z and R 4 together can form an 
optionally substituted 5^ or ring. E g. f 

paragraphs PDC53 1 through |00i §|, A critical feature of such compounds is iodine 
subsSlufioii at the 3-posifion of the pyrazoSe ring ps shown fey the arrow}, a 
structural feature hoi found in Applicants' eiaimed compouhds, 

MNough Applicants believe that their d^rhed invention is patentabiy distinct 
the *aT 3 pM^itcaiics^l , A,^!sp@nt:$ again point out that they would be ^iliing to 
submit an appbphaie terminai dis^falm^r as suggested in the Office Action if their 
ciai rh§ are pt herwise f ouitid a jiowafefe. 
D, Published US 2Q07/OQ72930 

Claims 20, 21, 24, 27, and 30 stand provisionally rejected on the ground of 
nonstatutofy obviousness-iype double patenting as being unpatentable over 
Claims 13- 18 of copend in g US 2007/0072930 ("the '930 pubii oation % Applicants 
respectfully traverse, 

A& fully discussed m Appilcants 1 previous Amendment, the '930 publication 
d isc loses pyr asoly i oa rboxan ilides of the formula 





CH 3 
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In which R 1 is methyl trifluoromethyL or difluoromethyf; is hydrogen, fluorine, 
chlorine, methyl, or tnffuoromathyi; R 3 is hydrogen, halogen, or (hate)atkyl; and R 4 is 
any of a host of possible. substituents, some of which are dependent on whether 
is hydrogen or is halogen or (hak>)aikyf, E.g. : paragraphs [0003] through [0015]. A 
critical feature of such compounds is fluorine substitution in the .pyrazofe ring (as 
shown by the arrow), a feature not found in Appiicants' claimed compounds. 

As discussed above with respect to the obviousness rejection based on 
DE 10138085 m view of the Patani et a! article, Applicants have shown the inferiority 
of compounds of this type having a 5-fluoro substituent on the pyrazofe ring. 
Applicants believe that their data, though indirectly relevant, support their position 
that their claimed invention is patentably distinct from the 'reference. Nevertheless^ 
Applicants would be willing to submit an appropriate terminal disclaimer as 
suggested in the Office Action if the claims are otherwise found allowable. 

Claims 21 , 24, 27 ; and 30 remain objected to a being dependent on rejected 
Claim 20. For the reasons broadly discussed above, Applicants submit that they 
have tra versed this objection. 

In view of the preceding amendments and remarks, allowance of the claims is 
respectf ully requested, 

Respectfuiiy submitted, 

By ^ 

Richard E i L Henderson 
Attorney for Applica nts 
Reg. No, 31 } 81§ 

Bayer CropScience LP 

2 T.W Alexander Drive 

Research Triangle Park, fsiC 2/709 

Ph; 919-549-2183 

Fax: 019-549-3994 
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